Understanding the adverse effects of contemporary approaches to localized prostate cancer treatment could inform shared decision making.
for several reasons, such as focusing on homogenous populations and comparing older treatments instead of contemporary robotic radical prostatectomy and intensity-modulated radiotherapy (IMRT). [3] [4] [5] [6] [7] [8] [9] [10] [11] [12] In this context, the Comparative Effectiveness Analysis of Surgery and Radiation (CEASAR) study, a prospective, longitudinal, population-based cohort study was developed. 13 In light of the nearly 100% 5-year survival for men with localized prostate cancer, patient-reported disease-specific functional outcomes were selected as the primary short-and intermediate-term outcome measures. This study assessed patient-reported functional outcomes and health-related quality of life at 3 years after treatment.
Methods
The parent study accrued men diagnosed with localized prostate cancer (2011) (2012) 13 Eligibility criteria were being younger than 80 years, having a prostate-specific antigen (PSA) level of less than 50 ng/mL, clinical stage T1 to T2 cancer, no nodal involvement or metastases on clinical evaluation; and being enrolled within 6 months of diagnosis (Table) . Patient-reported outcomes were collected via mail survey at enrollment and 6, 12, and 36 months after enrollment. If patients did not respond to 2 mailings, trained abstractor called the patient to complete the survey. A medical chart review, including clinical and treatment information, was obtained at 12 months. SEER registry data were linked to the data set. This study includes follow-up through August 2015. Institutional review board approval was obtained from each site and from Vanderbilt University Medical Center. Patients provided written informed consent.
Outcomes
The primary outcome measures were 36-month domain scores on the 26-item Expanded Prostate Cancer Index Composite (EPIC-26), a validated instrument for measuring disease-specific function.
14 Domain scores range from 0 to 100, with higher score representing better function. The minimal clinically important difference (MCID), representing the magnitude of change that is clinically meaningful to patients, has been estimated for each domain using standard techniques. The distribution-based approach estimated MCID as one-third to one-half of a standard deviation, and the anchoring approach identified the magnitude of change on each domain that resulted in a change in satisfaction with treatment. 15 Both techniques yielded similar
MCIDs and were consistent with the a priori definition of MCID used in the power calculation of the original grant application for this study, which was one-half of a standard deviation. The sexual function domain focuses on the quality and frequency of erections (MCID, 10-12 points). The urinary incontinence (MCID, 6 points) and urinary irritative symptom (MCID, 5 points) domains ask questions about frequency; amount of urinary leakage; and dysuria, hematuria, and urinary frequency. The bowel function domain (MCID, 4 points) focuses on bowel frequency, urgency, bleeding, and pain. The hormonal domain (MCID, 4 points) assesses symptoms such as hot flashes, gynecomastia, low energy, and weight change. The baseline survey asked about pretreatment function. Previous studies have investigated the issue of recall bias for the EPIC instrument, including a study in this cohort, and adjusted differences in domain scores between those who complete the survey before treatment and those who complete it afterward range from 1.0 to 3.7 points, well below the MCID for each domain.
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Individual items from the EPIC-26 were selected a priori as secondary outcomes based on clinical relevance by content experts and patients on the study team.
Treatments were also compared with respect to healthrelated quality of life, using selected domains from the commonly used Medical Outcomes Study Short Form 36 (SF-36): physical functioning, emotional well-being, and energy and fatigue. 17, 18 Domain scores are scaled from 0 to 100, with higher scores indicating better function. The MCIDs for these domains have been estimated for patients with localized prostate cancer as 7, 6 , and 9 points, respectively. (18) 61 (14) 358 (14) Hispanic 125 (8) 37 (6) 24 (6) 186 (7) Asian 46 (3) 22 (4) 12 (3) 80 (3) Other 23 (2) 7 (1) 7 (2) 37 (1 We used generalized estimating equations (GEE) with an independent weight matrix because of the correlation between observations on the same patients. Modeling time using regression splines allowed for a flexible relationship between function and time. Variability in the interval between treatment and survey completion allowed for estimation of domain scores between rounds of data collection, and beyond 36 months.
Recognizing that outcomes (and patients' priorities) may differ by baseline function, we repeated these models, stratifying by baseline domain scores (excellent and less than excellent). Because excellent function has not been defined in the literature based on EPIC domain scores, a cutoff baseline score was selected for each domain that approximated the highest quartile of domain scores, an approach that has been used in prior publications on patient-reported outcomes after prostate cancer treatment. (4) 33 (8) 181 (7) a Based on the Total Illness Burden Index, scores range from 0 to 23, with higher score indicating greater severity and number of comorbid illnesses.
b D'Amico risk classification system predicts risk of recurrence after treatment. Low-risk disease is defined as a clinical stage T2a or less, Gleason score 6 (3 + 3) or less, and a prostate-specific antigen (PSA) less than 10 ng/mL; high-risk disease, T2c or higher, Gleason score 8 (3 + 5, 4 + 4, 5 + 3) The physical function domain score is a weighted sum of 10 items; emotional well-being, 5 items; energy or fatigue score, 4 items. Each domain score is directly transformed to a scale of 0 to 100 with increasing scores indicating better function or less disability.
e Five questions were selected to create a modified domain score. Responses were directly transformed to a scale of 0 to 100 with increasing scores indicating greater support.
f Derived using the 10-item Center for Epidemiologic Studies Depression Scale. Scores were scaled to 100, with higher scores indicating more severe depressive symptoms.
g Seven items were scored on a scale from 0 to 100, with higher scores indicating increased patient choice, control, and responsibility.
tate cancer risk stratum,  22 physical function,  17,18,23 social   support,  24 depression,  25 medical decision-making style,   26 site, and baseline EPIC domain score. This multivariable modeling approach was designed to minimize bias associated with known differences in baseline characteristics that are associated with functional outcomes (ie, confounding). Multiple imputation was used for missing covariates (see eMethods in the Supplement). Because androgen deprivation therapy is a standard component of radiation therapy for high-risk disease and an option in intermediate-risk disease, androgen deprivation therapy was not controlled for in the models. 27 Instead, exploratory models were fit for sexual and hormonal function with 5 treatment groups: nerve-sparing radical prostatectomy, non-nerve-sparing radical prostatectomy, EBRT without androgen deprivation therapy, EBRT with androgen deprivation therapy, and active surveillance. Unadjusted and adjusted longitudinal regression models using GEE were fit for responses to individual EPIC items and for the 3 SF-36 domains, using the same covariates as above. In the SF-36 regression models, the baseline SF-36 domain score was added as an independent variable. Probability of overall and disease-specific survival was estimated by treatment using the Kaplan-Meier technique with log-rank tests.
Differences in domain scores between treatments were statistically significant if the 2-tailed P value was <.05. Domain scores were interpreted as clinically meaningful if the differences were as large as the MCID. R version 3.2.2 was used for all analyses.
Results
The parent study accrued 3709 patients, of whom 440 were excluded for failing to meet basic inclusion criteria. An additional 519 were excluded from the current study for receiving a treatment other than radical prostatectomy, EBRT, or active surveillance, leaving 2750 patients for consideration (eFigure 1 in the Supplement). The analytic cohort contained 2550 men (93%) who completed a baseline survey and at least 1 survey thereafter. Approximately 93% of surveys were completed on paper, while 7% were completed by telephone; 98% of surveys were conducted in English and 2% in Spanish; 54% of baseline surveys were collected prior to initial treatment. Survey response rates were 89% at 6 months, 86% at 12 months, and 78% at 36 months (eFigure 1 and eTable 1 in the Supplement).
Among men in the analytic cohort, 1523 (59.7%) underwent radical prostatectomy, 598 (23.5%) EBRT, and 429 (16.8%) active surveillance. Baseline characteristics are shown in the Table. Briefly, 26% of the cohort was nonwhite. Patients treated with EBRT were older, had higher comorbidity burden, and had higher-risk disease features than did patients who were treated with radical prostatectomy. Seventy-seven percent of active surveillance patients had low-risk disease.
Of the 1302 men (71%) who underwent radical prostatectomy and had complete reporting of nerve-sparing status, 859 (79%) had bilateral nerve-sparing, and of the 1032 (85%) who had complete reporting of the surgical approach, 1002 (77%) had bilateral nerve-sparing surgery. Of the 593 patients (99%) treated with EBRT who had complete reporting of utilization of androgen deprivation therapy, 265 (45%) received androgen deprivation therapy within the first year diagnosis of treatment; 378 patients (81%) of the 467 with complete records underwent IMRT. By the 3-year survey, 24.2% of active surveillance patients had undergone treatment, and 90.2% of the remainder had their PSA checked within the past 12 months.
For the stratified analyses, 26.4% of patients had excellent baseline domain scores for sexual function (≥90 points), 26.1% for urinary irritative symptoms (100 points), 61.7% for bowel function (100 points), and 39.1% for hormonal function (100 points).
Sexual Function
Patients undergoing radical prostatectomy had higher baseline sexual domain scores than men undergoing EBRT and had scores comparable with those on active surveillance (eTable 2 in the Supplement). Radical prostatectomy and EBRT were associated with declines in sexual function scores, but the decline was greater for patients who underwent radical prostatectomy, resulting in similar average unadjusted domain score for radical prostatectomy and EBRT at 3 years ( Figure 1A , C, and D). The difference in functional decline between radical prostatectomy and EBRT was greater for the 26.4% of men with excellent baseline function, while the 73.6% of men with lower baseline function had poor sexual function outcomes regardless of whether they underwent radical prostatectomy or EBRT. Active surveillance was associated with preservation of function, with mild decline over time.
When controlling for baseline domain scores and other covariates (eTable 2; Figure 1B) , men who underwent radical prostatectomy had a larger decline in sexual domain score than did those who underwent EBRT (adjusted mean domain score difference at 3 years, −11.9 points; 95% CI, −15.1 to −8.7) or active surveillance (−16.2; 95% CI, −20.6 to −11.7), relative to the MCID of 10 to 12 points. The adjusted mean domain score after EBRT was significantly worse than it was for active surveillance at 12 months (−10.5; 95% CI, −14.0 to −6.9), but the magnitude of difference at 3 years was no longer significant (−4.3; 95% CI, −9.2 to 0.7). Treatment, baseline domain score, and time since treatment were the only variables for which the magnitude of association with 3-year domain scores exceeded the MCID.
On exploratory analysis with a 5-tier treatment variable (nerve-sparing radical prostatectomy, non-nerve-sparing radical prostatectomy, EBRT alone, EBRT plus androgen deprivation therapy, and active surveillance), the mean difference between EBRT alone and active surveillance was not statistically significant (−3.0 points, P = .27), and the mean difference between radical prostatectomy and EBRT plus androgen deprivation therapy was attenuated (−8.2 points; 95% CI, −13.2 to −3.2) lower than the MCID (eFigure 2 in the Supplement).
More men who underwent radical prostatectomy were bothered by sexual dysfunction 3 years after diagnosis (44% vs 35% for EBRT and 28% for active surveillance, P < .001 on multivariable analysis; Figure 1F ; eTable 2 in the Supplement). Erection insufficient for intercourse was common at 3 years (70% for radical prostatectomy, 71% for EBRT, and 51% for active surveillance on raw percentages, Figure 1E ), but when controlling for baseline sexual function and other factors, the odds were significantly higher for radical prostatectomy than for active surveillance (odds ratio [OR], 3.4; 95% CI, 2.5 to 4.6) and for radical prostatectomy than EBRT (OR, 2.1; 95% CI, 1.5 to 2.9). Among men who had sufficient erections at baseline, erection sufficient for intercourse at 3 years was reported in 43% (95% CI, 40% to 47%) of men who had undergone radical prostatectomy; 53% (95% CI, 45% to 60%), EBRT; and 75% (95% CI, 68%-80%), active surveillance, in raw percentages. An exploratory multivariable model, using 5 treatment groups, yielded similar results (eTable 3 in the Supplement).
Urinary Incontinence
Baseline urinary incontinence domain scores were similar across groups (eTable 4 in the Supplement). However, radical prostatectomy was associated with a significant decline in urinary incontinence score after treatment, particularly in the 60.3% of men with perfect urinary incontinence domain scores at baseline (Figure 2A , C, and D). There was no significant change in urinary incontinence score for men who had EBRT or active surveillance, regardless of baseline score.
Despite some improvement in incontinence domain scores 12 months after radical prostatectomy, adjusted mean incontinence scores were still significantly worse for radical prostatectomy than for active surveillance (−12.7 points, 95% CI, −16.0 to −9.3) and EBRT (−18.0 points, 95% CI, −20.5 to −15.4) at 3 years, differences greater than the MCID (6 points) ( Figure 2B ; eTable 4 in the Supplement). By contrast, urinary incontinence was not significantly different between EBRT and active surveillance. Treatment, baseline domain score, and time since treatment were the only variables for which the magnitude of association with the 3-year domain score exceeded the MCID.
Reports of moderate or big problems with urinary leakage were more common after radical prostatectomy vs active surveillance (14% vs 6%; OR, 2.9; 95% CI, 1.8-4.7) and radical prostatectomy than EBRT (14% vs 5%; OR, 4.5; 95% CI, 2.7-7.3; Figure 2E ; and eTable 4 in the Supplement). Urinary function bother scores were not significantly different for radical prostatectomy vs active surveillance and EBRT vs active surveillance at 3 years but were higher for radical prostatectomy vs EBRT (12% vs 10%; OR, 1.7; 1.1-2.5; Figure 2F ; and eTable 4 in the Supplement).
Urinary Irritative Symptoms
Baseline scores were similar across groups (eTable 4 in the Supplement). Scores improved for radical prostatectomy, particularly for the 73.9% of men whose baseline score was less than 100 ( Figure 3A , C, and D). Those undergoing EBRT or active surveillance experienced little or no change in irritative urinary symptoms.
Adjusted urinary irritative function scores were slightly better for men undergoing radical prostatectomy than being actively surveilled at 1 year (4.5 points; 95% CI, 3.0-6.0) and 3 years (5.2 points, 95% CI, 3.2-7.2]), at the threshold of clinical significance ( Figure 3B ; eTable 4 in the Supplement). Other comparisons across treatments, while statistically significant, were lower than the MCID of 5 ( Figure 3B ; eTable 4 in the Supplement). Besides treatment with radical prostatectomy, the only other factors for which the magnitude of association with 3-year domain score exceeded the MCID were baseline domain score and time since treatment.
Reports of moderate or big problems with burning with urination were uncommon (2% in each group; Figure 3E ; eTable 4 in the Supplement). Reports of moderate or big problem with frequent urination were lower for radical prostatectomy than for active surveillance (13% vs 18%; OR, 0.6; 95% CI, 0.4-0.8]) and for EBRT vs active surveillance (15% vs 18%, OR, 0.6; 95%, 0.4-0.8) at 3 years, but not significantly different between radical prostatectomy and EBRT ( Figure 3F ; eTable 4intheSupplement).
Bowel Function
Decline in bowel domain score was not common ( Figure 4A , C, and D; eTable 5 in the Supplement). Six months after treatment, the mean domain scores were higher in men who underwent radical prostatectomy than who underwent EBRT (4.6 points, 95% CI, 3.2-6.1) and lower for EBRT vs active surveillance (−5.8 points; 95% CI, −10.3 to −1.2 points). However, by 12 months these differences were near the MCID of 4 and by 36 months, they were smaller. Unadjusted and adjusted results were similar ( Figure 4B ). No other independent variables had a magnitude of association with 3-year domain score that met the threshold for clinical significance.
The frequency of moderate or big problem with bowel bother, bloody stools, or bowel urgency was 1% to 8% across all treatments at 3 years (Figure 4E-F; eTable 5 in the Supplement). Nevertheless, the odds of bowel urgency at 3 years were lower for radical prostatectomy than EBRT (3% vs 7%, OR, 0.3; 95% CI, 0.2-0.6) and radical prostatectomy vs active surveillance (3% vs 5%, OR, 0.5; 95%, 0.3-0.9).
Hormone Function
The mean hormone domain scores were worse for EBRT than for active surveillance and radical prostatectomy at 6 months (radical prostatectomy vs EBRT, 5.0 points; 95% CI, 3.3 to 6.6 points; EBRT vs active surveillance, −6.5 points; 95% CI, −11.1 to −1.9), but these differences no longer significant at 3 years on unadjusted or adjusted analyses ( Figure 5 ; eTable 6 in the Supplement). No other independent variables had a magnitude of association with 3-year domain score that reached the MCID.
In the exploratory models that separated EBRT into with and without androgen deprivation therapy, the only group with decrements in hormone function was the EBRT plus androgen deprivation therapy group, and these associations were limited to the first year (eFigure 2 in the Supplement).
Health-related Quality of Life
Baseline physical functioning and energy or fatigue scores on the SF-36 were lower for men undergoing EBRT than radical prostatectomy or active surveillance ( eTable 7 in the Supplement). None of the treatment groups experienced a clinically significant decline in physical functioning, emotional well-being, or energy or fatigue scores ( Figure 6 ). On multivariable analysis, associations between treatment and 3-year SF-36 qualityof-life domain scores were below the threshold for clinical significance, as were associations baseline EPIC sexual and urinary incontinence domain scores and 3-year SF-36 domain scores.
Survival
Median follow-up time among censored patients was 40 months (interquartile range [IQR] , 38-45, months). There were 78 deaths, including 3 prostate cancer deaths. On Kaplan-Meier analysis, estimated 3-year disease-specific survival was not significantly different across groups (99.9% for radical prostectomy, 99.7% for EBRT, and 100% for active surveillance). Unadjusted 3-year overall survival was higher for radical prostatectomy (99%, 95% CI, 98%-99%]) than for other groups (EBRT, 96%; 95% CI, 94%-98%; active surveillance, 97%; 95% CI, 95-99; P < .001), commensurate with the younger age and lower comorbidity of men undergoing radical prostatectomy (eTable 9 in the Supplement).
Discussion
In this study of men with localized prostate cancer, radical prostatectomy was associated with clinically significant declines in sexual function compared with EBRT and active surveillance, particularly among men with excellent function at baseline. Urinary incontinence scores also declined significantly after surgery compared with EBRT and active surveillance, with 14% of patients treated with radical prostatectomy reporting a moderate or big problem with urinary leakage at 3 years compared with 5% with EBRT and 6% with active surveillance. Radical prostatectomy was associated with better irritative voiding symptoms than active surveillance, with a difference that met the threshold for clinical significance. Mean scores in bowel and hormonal domains were significantly worse for EBRT vs radical prostatectomy and active surveillance at 6 months, but the differences were below threshold for clinical significance by 3 years. Treatment, baseline domain scores, and time since treatment were the independent variables with clinically significant associations with 3-year domain scores. None of the treatment groups experienced clinically significant declines in health-related quality-of-life domain scores. This information may facilitate patient counseling regarding the expected harms of contemporary treatments and their possible effect on quality of life. Prior studies have quantified the harms of prostate cancer treatment. However, randomized trials studying localized prostate cancer have been difficult to execute, and those that have been completed focused on outmoded treatments; enrolled too few minority patients; lacked a range of disease severity; failed to collect baseline functional assessments; or included a preponderance of elderly, infirm, and lowrisk patients, for whom treatment is questionable. 3, 5, 6, [28] [29] [30] The ProtecT trial, 5, 6 for example, included 99% white patients and nearly 80% of patients with a Gleason score of 6 (low-risk). In ProtecT, 87% of surgical patients underwent open radical prostatectomy (vs 77% who underwent robotic surgery in this study) and patients undergoing EBRT had 3-dimentional conformal radiation therapy plus androgen deprivation therapy (compared with 81% receiving IMRT, with 45% receiving concurrent androgen deprivation therapy in this study). Thus, the ProtecT study findings may be difficult to apply to a racially diverse population with a range of disease risk strata, managed with contemporary treatments. Case series that have evaluated functional outcomes are not generalizable because they reported on outcomes at centers of excellence; lacked the variables necessary to adjust for confounding; lacked an active surveillance group as a comparator; or had other sources of bias. [31] [32] [33] [34] [35] [36] [37] Despite these caveats, functional outcomes in this study are similar to previously published multi-institutional prospective cohort studies and to the ProtecT trial.
6,20,38-41 Nevertheless, comparisons between the CEASAR cohort and similar historical cohorts have shown slightly smaller declines in erectile function domain scores at 6 and 12 months with robotic radical prostatectomy than with open radical prostatectomy, and slightly better bowel domain scores at 6 months for IMRT than for older 3-dimensional conformal radiation therapy. 42, 43 These data suggest that contemporary treatments have similar associations with functional outcomes but perhaps slightly less in magnitude.
This study may have implications for decision making for patients with localized prostate cancer. First, it demonstrates the frequency and severity of adverse effects of contemporary treatments and the likelihood of preserved global quality of life regardless of treatment, thus providing a basis for shared decision making. Second, in contrast to previously published studies, this study may be more generalizable, since the cohort is racially diverse, population based, and includes a range of disease severity. 3, 6, 28, 38 Third, this study may inform future research on personalized risk assessment, tools to facilitate shared decision making, and other patient-centered outcomes.
Limitations
This study has several limitations. There may be disagreement about the definition of MCID, which may also differ from one patient to the next. Although some outcomes favored one treatment over another, the results do not indicate what value patients place on particular domains. Furthermore, there are other important outcomes to consider in localized prostate cancer, including long-term functional outcomes and oncologic end points, anxiety, satisfaction, and financial toxicity. The number and severity of adverse outcomes presenting beyond 3 years may differ by treatment, and 3 years is inadequate to estimate oncologic outcomes. Data on patients who had other treatments, such as brachytherapy and ablation, were not included because there were not enough patients who received these treatments to generate sufficient statistical power for reliable comparisons. Aggregated data and average function scores may fail to capture the severity of adverse effects for individuals and do not yield personalized risk estimates. The analysis did not adjust for the quality of care or experience of the treating clinician or institution, which may influence outcomes. Thus, the findings of this study represent a subset of the information needed to guide decision making. A substantial proportion of patients answered the baseline survey after initiating treatment, raising the possibility of recall bias, although in prior studies the magnitude of recall bias was small for the EPIC survey.
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This study used an observational cohort, rather than an experimental design, so there may be unmeasured sources of confounding.
Conclusions
In this cohort of men with localized prostate cancer, radical prostatectomy was associated with a greater decrease in sexual function and urinary incontinence than either EBRT or active surveillance after 3 years and was associated with fewer urinary irritative symptoms than active surveillance; however, no meaningful differences existed in either bowel or hormonal function beyond 12 months or in other domains of health-related quality of life measures. These findings may facilitate counseling regarding the comparative harms of contemporary treatments for prostate cancer. 
Handling of Missing Data and Imputation
From the CEASAR analysis cohort, among those with the relevant treatments for this analysis, patients with no postbaseline outcome measures (EPIC domains scores) were excluded. The resulting data set is referred to as the analytic cohort (n=2,550).
According to the EPIC scoring algorithm, patients who answered at least 80% of questions within a particular domain received a score for that domain (computed as an average of the scores on questions that were answered, scaled from 0 to 100). Those who answered less than 80% of questions on a particular domain were considered to have missing data for that domain.
1
Multiple Imputation
Missing values of regression model covariates, including the values of the baseline EPIC domain score or individual EPIC item, were imputed using the MICE (Multiple imputation using chained equations) multiple imputation procedure. 2, 3 No outcome variables were imputed. In this procedure, missing values of covariates are imputed by modeling each covariate as an outcome in a regression model, using all other model covariates as predictors. In this case, only baseline data (excluding treatment) were used. This is described by Harrell and implemented using the rms package in R. 4, 5, 6 Multiple imputation was used to avoid case-wise deletion of all observations with at least one missing value of the independent variables. The imputation and regression model fitting with imputed data involve the following three steps: imputing the data using the imputation models, estimating coefficient parameters and their standard errors in the analysis regression models, and adjusting the standard error estimates to account for the variability associated with the imputation procedure.
To impute missing data on a covariate (X), we first imputed the missing data using a random sample of non-missing X. Then a flexible additive model was fit on a bootstrap resampled dataset using X as the outcome. Using this model, we obtained fitted values for the variable. To impute a missing value, we found non-missing X whose fitted value was closest to the fitted value of the missing observation, and imputed the missing value with the matching non-missing X. This approach is referred to as predictive mean matching. 4 This resample-model-impute step was repeated 15 times after a burn-in period of 10 iterations with the missing values updated with the imputed values after each step. Then the final model was fit using the complete data set using the values imputed at the last iteration, and the standard error estimates were adjusted to account for additional uncertainty associated with the imputation as described in Harrell. -26) . Domain scores are scaled from 0 to 100, with higher score indicating better function. The left side of the table shows unadjusted mean domain score and 95% confidence interval (95% CI). The right side shows multivariable model results. The effect size in the multivariable model for domain score indicates the adjusted mean point difference between groups at each time point. A minimally important difference in score is 10-12 points. The primary outcome was the difference in domain score at 3 years. b. Signifies that the difference between groups exceeds the minimally important difference for clinical significance. c. Individual items are clinically important components of the domain, scored on a Likert scale and then dichotomized for group comparisons. The left side of the table shows the unadjusted number (%) of patients reporting a moderate or big problem. The right side shows the adjusted odds ratio of reporting a moderate or big problem comparing treatment groups.
d. All regression models are adjusted for baseline domain score, age, race, comorbidity, disease risk group, physical function, social support, depression, medical decision-making style and accrual site.
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